
 

 

 

 

Hinnangu kokkuvõte 

 

30.11.2012 anti müügiluba KRKA, d.d., Novo mesto ravimile Dalnessa, 4mg/5mg; 4mg/10mg; 

8mg/5mg ja 8mg/10mg tabletid. 

Müügiluba taotleti rahvusliku protseduuri kaudu. 

 

Tegemist on retseptiravimiga. 

 

Dalnessa’t kasutatakse kõrge vererõhu (hüpertensiooni) ja/või stabiilse südame isheemiatõve 

(seisund, kus südame verevarustus on vähenenud või blokeeritud) raviks. 

Dalnessa on toimeainete perindopriil ja amlodipiin kombinatsioon. Perindopriil on AKE (angiotensiini 

konverteeriva ensüümi) inhibiitor. Amlodipiin on kaltsiumi antagonist (dihüdropüridiinide rühma 

kuuluv ravim). Koos toimides need laiendavad ja lõõgastavad veresooni, et veri neist kergemini läbi 

saaks voolata ning see aitab südames stabiilsemat verevoolu saavutada. 

 

Ravimile anti müügiluba, kuna Dalnessa kasutamisest oodatav kasu ületab võimalikud riskid. 

Avalik hinnanguaruanne on leitav järgnevatelt lehekülgedelt. 
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I. INTRODUCTION 
 

 

 Based on the review of the quality, safety and efficacy data, Estonia has granted a marketing 

authorisation for Dalnessa, 4mg/5mg; 4mg/10mg; 8mg/5mg and 8mg/10mg tablets, from 

KRKA, d.d., Novo mesto.  

The product is indicated for: substitution therapy for treatment of hypertension and/or stable 

coronary artery disease, in patients already controlled with perindopril and amlodipine given 

concurrently at the same dose level. 

 

A comprehensive description of the indications and posology is given in the SmPC. 

 

The marketing authorisation has been granted pursuant to Article10b, fixed combination, of 

Directive 2001/83/EC, as amended. 

 
 

II. QUALITY ASPECTS 
 

 

II.1 Introduction 

 

Perindopril/amlodipine tablets are conventional oral dosage forms containing 4mg/5mg; 

4mg/10mg; 8mg/5mg or 8mg/10mg of Perindopril tert-butylamine/amlodipine. The 

excipients are microcrystalline cellulose (E460), calcium chloride hexahydrate, sodium 

hydrogen carbonate, pregelatinised starch, sodium starch glycolate (type A), magnesium 

stearate (E572) and colloidal anhydrous silica.  

Perindopril erbumine/amlodipine 4 mg/5 mg tablets are presented as white to almost white, 

round, slightly biconvex tablets with bevel edges. 

Perindopril erbumine/amlodipine 4 mg/10 mg tablets are presented as white to almost white, 

capsule shaped, biconvex, one-side scored tablets. 

Perindopril erbumine/amlodipine 8 mg/5 mg tablets are presented as white to almost white, 

round, biconvex tablets with bevel edges. 

Perindopril erbumine/amlodipine 8 mg/10 mg tablets are presented as white to almost white, 

round, biconvex, one-side scored tablets with bevel edges. 

 

The tablets are packed in OPA/Al/PVC-Al blisters. 

 

II.2 2.2 Drug Substance 

 

Perindopril 

Perindopril is an inhibitor of the angiotensin converting enzyme (ACE). Perindopril erbumine 

molecule has many asymmetric centers so many stereo isomers can exist. Stereochemical 

purity is routinely controlled according to Ph.Eur. method. Perindopril erbumine exists in 

different polymorphic forms, the drug substance is supplied in a specific form and this has 

been confirmed by XRD analysis. 

The route of synthesis has been adequately described and satisfactory specifications have 

been provided for starting materials, reagents and solvents. 

The active substance specification includes relevant tests and the limits for impurities and 

degradation products have been justified. The analytical methods applied are suitably 

described and validated. 
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Stability studies under ICH conditions have been conducted and the data provided are 

sufficient to confirm the retest period. 

 

Amlodipine 

Amlodipine belongs to the dihydropyridine class of calcium channel blockers (CCB). 

Stereochemical purity of the drug substance is routinely controlled according to Ph.Eur. 

method. Amlodipine is supplied in a specific form and this has been confirmed by XRD 

analysis.  

The route of synthesis has been adequately described and satisfactory specifications have 

been provided for starting materials, reagents and solvents.  

The proposed drug substance specifications can be considered acceptable as well as the 

proposed quality control strategy of potential impurities. 

The proposed re-test period can be considered acceptable due to the sufficiently demonstrated 

stability of the drug substance. 

 

II.3 Medicinal Product 

 

Perindopril/amlodipine tablets are conventional oral dosage forms containing 4mg/5mg; 

4mg/10mg; 8mg/5mg or 8mg/10mg of Perindopril tert-butylamine/amlodipine.  

Perindopril erbumine/amlodipine 4 mg/5 mg tablets are presented as white to almost white, 

round, slightly biconvex tablets with bevel edges. 

Perindopril erbumine/amlodipine 4 mg/10 mg tablets are presented as white to almost white, 

capsule shaped, biconvex, one-side scored tablets. 

Perindopril erbumine/amlodipine 8 mg/5 mg tablets are presented as white to almost white, 

round, biconvex tablets with bevel edges. 

Perindopril erbumine/amlodipine 8 mg/10 mg tablets are presented as white to almost white, 

round, biconvex, one-side scored tablets with bevel edges. 

The development of the product has been described, the choice of excipients is justified and 

their functions explained. 

The information provided with regard to manufacturing process of the medicinal product is 

considered adequate. 

The drug product specifications are considered acceptable. The analytical methods are 

described and validated. Batch analysis results have been provided. 

The tablets are packed in blister packs consisting of cold formed OPA/Al/PVC foil and 

aluminium foil. 

The conditions used in the stability studies are according to the ICH guideline. The proposed 

shelf-life of 36 months below 30°C in the original packaging in order to protect from moisture 

and light can be accepted. 
 

 

III. NON-CLINICAL ASPECTS 
 

No new data were presented. 

 

III.1 Ecotoxicity/environmental risk assessment (ERA) 

 

Since Dalnessa is intended for generic substitution, this will not lead to an increased exposure 

to the environment. An environmental risk assessment is therefore not deemed necessary.  

 

 

III.2 Discussion on the non-clinical aspects 
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As the pharmacodynamic, pharmacokinetic and toxicological properties of amlodipine and 

perindopril are well-known, no new non-clinical studies have been provided. 

Amlodipin and perindopril have no mutagenic, carcinogenic or teratogenic potential. 

Non-clinical data with perindopril/amlodipine combination are limited and this non-clinical 

review is based on pharmacodynamics, pharmacokinetic and toxicological profiles of the 

individual components. 
 

IV. CLINICAL ASPECTS 
 

IV.1 Introduction 

 

Arterial hypertension appears as clinical syndrome characterized by increased blood pressure. 

Arterial hypertension is not been regarded as merely elevated blood pressure but as 

cardiovascular clinical condition causing ominous cardiac, cerebral and renal events. 

Cardiovascular diseases have multiple determinants and high blood pressure is only one of 

them. 

Angina pectoris is a clinical form of coronary artery disease, characterised by discomfort in 

the chest, jaw, shoulder, back or arm, aggravated by exertion or emotional stress. Coronary 

artery disease, the main cause of angina pectoris, is due to atherosclerosis of the cardiac 

arteries and is the leading cause of death worldwide. The goals of pharmacological treatment 

of stabile angina pectoris are to improve quality-of-life by reducing the severity and/or 

frequency of symptoms and to improve long-term prognosis of the patient. 

The fixed combination perindopril/amlodipine is proposed as substitution therapy for 

treatment of essential hypertension and/or stable coronary artery disease, in patients already 

controlled with perindopril and amlodipine given concurrently at the same dose level. 

The fixed combination treatment as a substitution therapy for amlodipine and perindopril 

given concurrently in patients with a well-controlled disease is a reduction of the number of 

tablets in order to improve drug compliance in patients who usually take many pills daily. 

 

IV.2 Pharmacokinetics 

 

To support the application, the applicant has submitted one bioequivalence study and applied 

the biowaiver for additional strengths.  

 

The study was an open label, randomised, two-treatment, two-sequence, two-period, 

crossover, single dose bioequivalence study conducted under fasting conditions with a wash 

out period of 35 days between two administrations. 8 mg of Perindopril erbumine and 10 mg 

of Amlodipine besylate were administered in each period with 240 ml water. 

The primary pharmacokinetic parameters assessed were Cmax and AUC0-t. The 90% 

confidence intervals for the test and reference mean ratio of the log-transformed primary 

pharmacokinetic variables were within the conventional bioequivalence range of 80% to 

125%. 

 

The main results of the bioequivalence study are tabulated below. 

 
Table 1. Pharmacokinetic parameters for Perindopril erbumine (non-transformed values; 

arithmetic mean ± SD, tmax median, range) 

Treatment AUC0-t 

xng/ml/h 

AUC0-∞ 

xng/ml/h 

Cmax 

xng/ml 

**tmax 

h 

Test                      GM  
 

Arithmetic mean ± SD 

70.62 

 

72.676 ± 18.303 

71.26 

 

73.328 ± 18.415 

65.41 

 

67.705± 19.010 

0.50 

(0.33– 

1.00) 
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Reference            GM 

 

Arithmetic mean ± SD 

67.59 

 

69.633 ± 17.668 

68.25 

 

70.292 ±17.766 

58.15 

 

60.432 ± 16.853 

0.75 

(0.33 – 

1.66) 

*Ratio  

(90% CI) 

104.48% 

(100.94%-108.14%) 

104.41% 

(100.91% - 108.04%) 

112.48%  

(103.75%-121.94%) 

N.A. 

CV (%) 

 

 

9.0% 

 

 

9.0% 

 

21.4% 

N.A. 

AUC0-∞  area under the plasma concentration-time curve from time zero to infinity  

AUC0-t  area under the plasma concentration-time curve from time zero to t hours  
Cmax  maximum plasma concentration  

tmax  time for maximum concentration  

GM                         Geometric mean 

*ln-transformed values 

** median 

 

Table 2. Pharmacokinetic parameters for Amlodipine (non-transformed values; arithmetic 

mean ± SD, tmax median, range) 

 

Treatment AUC0-t 

xng/ml/h 

AUC0-∞ 

xng/ml/h 

Cmax 

xng/ml 

**tmax 

h 

Test                      GM  
 

Arithmetic mean ± SD 

243.32 

 

248.353 ± 52.819 

337.07 

 

349.062 ± 104.187 

6.81 

 

6.97 ± 1.63 

6.00 

(2.50– 

9.06) 

Reference            GM 

 

Arithmetic mean ± SD 

233.67 

 

239.856±57.126  

328.52 

 

340.650 ±95.041 

6.73 

 

6.89 ± 1.50 

5.00 

(4.00 – 

12.0) 

*Ratio  

(90% CI) 

104.13% 

(100.52%-107.87%) 

102.60% 

(98.01% - 107.41%) 

101.09%  

(97.26%-105.07%) 

N.A. 

CV (%) 

 

 

9.3% 

 

 

11.8% 

 

10.1% 

N.A. 

AUC0-∞  area under the plasma concentration-time curve from time zero to infinity  
AUC0-t  area under the plasma concentration-time curve from time zero to t hours  

Cmax  maximum plasma concentration  

tmax  time for maximum concentration  
GM                         Geometric mean 

*ln-transformed values 

** median 

 

Conclusion on bioequivalence studies: 

Based on the submitted bioequivalence study fixed-dose combination of Perindopril 

erbumine/Amlodipine besylate 8 mg/10 mg tablets by KRKA, d.d., Novo mesto, is considered 

bioequivalent with Prexanil® 8 mg tablets by Les Laboratoires Servier Industrie, France and 

Istin™ 10 mg tablets by Heinrich Mack Nachf. GmbH & Co.KG, Germany.  

 

The results of study with 8mg/10mg formulation can be extrapolated to other strengths 

4mg/5mg, 8mg/5mg and 4mg/10mg according to conditions in Guideline on the Investigation 

of Bioequivalence CPMP/EWP/QWP/1401/98 Rev. 1/Corr, section 4.1.6.  

 

The biowaiver can be accepted. 

 

 

IV.3 Pharmacodynamics 
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No new data were submitted with the exception of the bioequivalence study and the 

interaction study. 

No new or unexpected efficacy or safety concerns arose from the data submitted for the 

bioequivalence study or the interaction study. 

 

 

IV.4 Discussion on the clinical aspects 

 

The quality of the products is acceptable and no new non-clinical or clinical safety concerns 

have been identified. 

Bioequivalence has been demonstrated between the test product Perindopril/Amlodipine 

8mg/10mg tablets and the mono component reference products Prexantil 8mg (Les 

Laboratoires Servier Industrie, France) and Istin 10mg tablets (Heinrich Mack Nachf. GmbH 

& Co. KG, Germany) administered separately. The results have shown unequivocally that two 

formulations are bioequivalent with respect to the extent and rate of absorption. 
 

 

V. OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT AND 

RECOMMENDATION 
 

User consultation 

The package leaflet has been evaluated via a user consultation study in accordance with the 

requirements of Articles 59(3) and 61(1) of Directive 2001/83/EC. The language used for the 

purpose of user testing the PIL was English.  

The results show that the package leaflet meets the criteria for readability as set out in the 

Guideline on the readability of the label and package leaflet of medicinal products for human 

use. 

 

The risk/benefit ratio is considered positive and the application for a fixed combination 

perindopril/amlodipine (Dalnessa) 4mg/5mg, 8mg/5mg, 8mg/10mg and 4mg/10mg tablets is 

recommended for approval. 


